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I agree with Krista, analyses with persons having DPT=1 representing as not having LPT could bias effects downwards by mixing in a condition possible related to exposure.  This is similar to identifying controls for a case-control study of a particular cancer.  One might included as controls other cancers cases but never other cancers potentially related to the exposure of interest so as not to cause a bias towards the null.





 





I think we believe that LAA exposure might cause DPT as well and on that basis alone, the LPT=0 DPT=1 person should be excluded from the LPT analysis.





 





Some of this may also depend on how UC did the coding and whether LPT and DPT are truly independent.  I don’t know what the ILO says on this but that might help.  If blunting of the CA is required for DPT diagnosis and rules out a LPT diagnosis then LPT and DPT are not independent.





 





Having the cleanest control group (excluding the LPT=1 DPT=1) should enable the starkest contrast and the most statistically powerful analysis.





 





Tom





 





 





From: Christensen, Krista 
Sent: Thursday, April 11, 2013 3:39 PM
To: Brattin, Bill; Benson, Bob; Bateson, Thomas; Kopylev, Leonid; Berry, David
Subject: RE: LPT, DPT, and Interstitial Opacities in the Data Sets





 





Thanks, Bill – that helps to clarify.  Yes, I agree that as the SAB recommended, it is appropriate to do a ‘composite outcome’ where cases are those with LPT=1 and/or DPT=1 and/or opacities=1, and the non-cases are persons without any of those abnormalities.  





 





I guess I’m not quite clear from the write-up, how you would approach modeling LPT by itself or LPT+DPT (i.e., any pleural effect).  For these cases, I still feel that non-cases are persons without any of the abnormalities evaluated (no PT and no opacities).  Bob points out that PT doesn’t ‘progress’ to opacities, but opacities nonetheless represent a more severe outcome, and it seems odd to consider them as non-cases at risk of developing LPT and/or DPT.  Also seems a bit odd to treat someone with DPT (which is more plausibly a progression of LPT) as a non-case at risk of developing LPT.  





 





I fully recognize that I don’t have the medical background/knowledge to elaborate, but wanted to raise the point for discussion.  





Krista





 





From: Brattin, Bill [mailto:brattin@srcinc.com] 
Sent: Thursday, April 11, 2013 3:05 PM
To: Benson, Bob; Christensen, Krista; Bateson, Thomas; Kopylev, Leonid; Berry, David
Subject: RE: LPT, DPT, and Interstitial Opacities in the Data Sets





 





Krista





 





As I have done the fitting to date, we have simply separated workers based on their LPT score without regard to other endpoint scores.





So, a worker with LPT = 0 and DPT = 1 is treated as LPT = 0 and is retained.





As Bob indicated in his earlier e-mail, we now think that this is not best, and we plan to implement a different strategy, defining our endpoint Any Pleural Effect (APT).





This endpoint will be positive if a worker is positive for either LPT or DPT.





 





I think that is in line with what you are thinking.  Right?
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From: Benson, Bob [mailto:Benson.Bob@epa.gov] 
Sent: Thursday, April 11, 2013 12:56 PM
To: Christensen, Krista; Bateson, Thomas; Kopylev, Leonid; Berry, David; Brattin, Bill
Subject: RE: LPT, DPT, and Interstitial Opacities in the Data Sets





 





Bill will have to answer your question.





 





From: Christensen, Krista 
Sent: Thursday, April 11, 2013 12:46 PM
To: Benson, Bob; Bateson, Thomas; Kopylev, Leonid; Berry, David; Brattin, Bill
Subject: RE: LPT, DPT, and Interstitial Opacities in the Data Sets





 





I’m sorry if I wasn’t clear – I use the ‘referent group’ to mean everyone who is not a case.  In other words, when modeling the probability of LPT=1, the ‘referent’ is everyone with LPT=0.  My question is regarding those who have DPT=1 and opacities=1 – are these counted as LPT=1 or LPT=0, or excluded from the analysis.  





 





I think if you are modeling LPT as an outcome (LPT=1), those with DPT and opacities should be excluded from the analysis.  however as I mentioned, it seemed from the tables that these people are included as LPT=0.  





 





From: Benson, Bob 
Sent: Thursday, April 11, 2013 2:28 PM
To: Christensen, Krista; Bateson, Thomas; Kopylev, Leonid; Berry, David; Brattin, Bill
Subject: RE: LPT, DPT, and Interstitial Opacities in the Data Sets





 





I don’t understand your question about the referent group.  We are doing all the modeling with each individual as a data point.  We are not grouping.  Perhaps it plays in the calculation of the H-L goodness of fit statistic that I do not understand.





 





From: Christensen, Krista 
Sent: Thursday, April 11, 2013 10:51 AM
To: Benson, Bob; Bateson, Thomas; Kopylev, Leonid; Berry, David; Brattin, Bill
Subject: RE: LPT, DPT, and Interstitial Opacities in the Data Sets





 





Thanks for sending Bob, I look forward to reading more carefully.  I have a (hopefully quick) question from my first look; so the referent group for a given model comprises only persons without any of the radiographic endpoints?  i.e., if modeling LPT as the outcome, the referent group is those who have neither LPT, DPT, nor opacities, with an n=(434-76)=358?  I think this makes the most sense, but was a bit confused because in trying to reproduce the #’s in Bill’s table, I was only able to do so if including DPT and opacity cases in the referent group.  





 





Regarding the one case of DPT in the subcohort, we are (as you and the SAB suggest) planning to model the ‘composite outcome’ of LPT+DPT, which would be 13 cases out of 119 persons.  As you point out, this is unlikely to have a large effect, but including this sensitivity analysis is an important piece in responding to the SAB’s recommendations.  





 





Thank you,





Krista





 





From: Benson, Bob 
Sent: Thursday, April 11, 2013 12:43 PM
To: Christensen, Krista; Bateson, Thomas; Kopylev, Leonid; Berry, David; Brattin, Bill
Subject: LPT, DPT, and Interstitial Opacities in the Data Sets





 





Krista asked a question about the various diagnoses in the Marysville data sets.  My response is attached.  Let me know if you have further questions.











